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LI ANSWER 1 OF 2 USPATFULL 

1999:67011 T-cell receptor peptides and methods for preventing the progression 
to AIDS in an animal model . 

★★★Marchalonis, John J.*** , Tucson, AZ, United States 
Watson, Ronald R., Tucson, AZ, United States 
Dehghanpisheh, Keivan, Portland, OR, United States 
Wang, Yuejian, St. Paul, MN, United States 
Huang, Dennis S., Shaker Heights, OH, United States 

Arizona Board of Regents on Behalf of the University of Arizona, Tucson, 
AZ, United States (U.S. corporation) 
US 5911990 19990615 

APPLICATION: US 1996-696049 19960813 (8) 
DOCUMENT TYPE: Utility; Granted. 
CAS INDEXING IS AVAILABLE FOR THIS PATENT. 



AB A novel peptide from the T-cell receptor is shown to be effective in 

preventing the progression to AIDS in an animal model. Methods for 
delaying the progression to AIDS and restoring normal immunological 
responses in an animal model following infection are shown and comprise 
administering through various systemic routes T-cell receptor peptide 
V.beta. CDRl to restore normal levels of Thl cytokines interleukin 2 and 
interferon- . gamma . , which are suppressed following infection, and those 
of Th2 derived cytokines interleukin 5, interleukin 6, interleukin 10, 
and immunoglobulin G, which are stimulated following infection. 

CLM What is claimed is: 

1. A method of modulating the immune response in a mammal infected with 
a C-type retrovirus or a lentivirus, comprising administering by a 
systemic route an amount of T-cell receptor V.beta. CDRl peptide of SEQ 
ID N0:1 sufficient to stimulate the production of interleukin 2 and 
interferon- , gamma . , and to suppress the production of interleukin 5, 
interleukin 6, interleukin 10, and immunoglobulin G. 

2. The method of claim 1, wherein said lentivirus comprises HIV. 

3. A method of altering the immune system response of a host infected 
with a C-type retrovirus or a lentivirus, comprising artificially 
introducing a T-cell receptor V.beta. CDRl peptide of SEQ ID NO: 1 into 
the bloodstream or immune system by injection so as to artificially 
induce said immune system to stimulate production of Thl cytokines or 
suppress production of Th2 derived cytokines. 

4. The method of claim 3, wherein said lentivirus comprises HIV. 

5. The method of claim 3, wherein said lentivirus comprises feline 
immunodeficiency virus. 

6. A method of altering the immune system response of a host suffering 
from an infectious disease comprising artificially introducing a T-cell 
receptor V.beta. CDRl peptide of SEQ ID NO: 1 into the bloodstream or 
immune system by injection so as to artificially induce said immune 
system to stimulate production of Thl cytokines or suppress production 
of Th2 derived cytokines. 
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LIS ANSWER 1 OF 4 MEDLINE 

1999326382 Document Number: 99326382. PubMed ID: 10398407. Recognition of 
defined epitopes by affinity-purified anti-immunoglobulin fab 
autoantibodies isolated from ***hIV*** -infected humans. 

***Marchalonis J j*** ; Garza A; Lake D F; Landsperger W J; Susal C. 
(Microbiology and Immunology, College of Medicine, Arizona Health Sciences 
Center, P.O. Box 24-5049, Tucson AZ 85724, USA.. dianah@u . arizona . edu) . 
JOURNAL OF MOLECULAR RECOGNITION, (1999 May-Jun) 12 (3) 169-76. Journal 
code: AOO; 9004580. ISSN: 0952-3499. Pub. country: ENGLAND: United 
Kingdom. Language: English. 

AB Infection of humans with ★★★hiv*** -1 has previously been independently 
shown to result in the generation of autoantibodies (AAbs) reactive with 
immunoglobulin Fab fragments (Heidelberg) , and with autoantibodies to 
T-cell receptors (TCRs) (Tucson) . Here, we carry out epitope mapping 
studies of affinity-purified AAbs to Fab fragments prepared from 
individual ***hiv*** -positive patients for their capacity to bind 
recombinant constructs and peptide-def ined epitopes modeling TCR and Ig 
light chains. Some affinity-purified autoantibodies reacted strongly with 
TCRs expressed by intact T-cells, and recombinant Valpha/Vbeta constructs 
as well as with certain synthetic peptide epitopes. The binding reactions 
of affinity-purified AAbs of individual patients were distinct, and the 
AAb preparations consisted of populations of polyclonal Igs as reflected 
in specificity and isotype. AAb pools from individual patients all bound 
particular regions of TCR and Ig chains defined by comprehensive peptide 
synthesis including the CDRl and Fr3 segments of the variable domains and 
the joining segment/switch peptide. In addition, other reactivities to 
restricted regions of alpha, beta and lambda light chains were documented. 
These results substantiate the cross-reactivity of TCR and Ig-Fab 
determinants, and are consistent with the hypothesis that autoantibodies 
arising as a consequence of ★★★hiv*** infection can have an 
immunomodulatory role. 

Copyright 1999 John Wiley & Sons, Ltd. 
L15 7UMSWER 2 OF 4 MEDLINE 

97153482 Document Number: 97153482. PubMed ID: 9000486. Analysis of 
autoantibodies to T-cell receptors among ★★★hiv*** -infected 
individuals: epitope analysis and time course. ***Marchalonis J j*** ; 
Ampel N M; Schluter S F; Garza A; Lake D F; Galgiani J N; Landsperger W J. 
(College of Medicine, University of Arizona, Tucson, Arizona, 85724, USA. 
) CLINICAL IMMUNOLOGY AND IMMUNO PATHOLOGY, (1997 Feb) 82 (2) 174-89. 
Journal code: DEA; 0356637. ISSN: 0090-1229. Pub. country: United States. 
Language: English. 

AB Individuals seropositive for ***human*** ***immunodef iciency*** 

***virus*** type 1 ( ***hiv*** ) express elevated levels of 
autoantibodies (AAbs) directed against recombinant T-cell receptors (TCRs) 
and synthetic peptide epitopes duplicating beta chain markers. We 
performed longitudinal studies of anti-TCR AAbs in *-**hIV*** 
-1-infected individuals, making comparisons with uninfected sera and sera 
from other individuals infected with a nonviral agent. We determined 
levels of autoantibodies by titration using enzyme-linked immunosorbent 
assay (ELISA) and developed a means for characterizing "autoantibody CDR 
recognition spectrotypes" for individual sera. Antibody levels against 
certain defined synthetic epitopes were substantially elevated in 

***HIV*** -infected subjects relative to reactivities by control groups. 
Individual sera showed relatively high AAb levels to a subset of CDRl 
peptide epitopes. Two patients who subsequently developed AIDS showed 
particular reactivity to Vbeta2.1, 8.1, 10.1, a~nd 22.1 epitopes. Our 
results show that production AAl^?j to TCR Vbeta epitopes is a general 
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consequence of ★**hiv*** infection. The response is individual but 
shows some restriction and shifts in AAb subpopulations often occur with 
time. 

L15 ANSWER 3 OF 4 MEDLINE 

96229155 Document Number: 96229155. PubMed ID: 8644504. Autoantibodies 
against peptide-def ined epitopes of T-cell receptors in retrovirally 
infected humans and mice. ***Marchalonis J j*** ; Lake D F; Schluter S 
F; Dehghanpisheh K; Watson R R; Ampel N M; Galgiani J N. (University of 
Arizona, Tucson, USA. ) ADVANCES IN EXPERIMENTAL MEDICINE AND BIOLOGY, 
(1995) 383 211-22. Journal code: 2LU; 0121103. ISSN: 0065-2598. Pub. 
country: United States. Language: English. 

AB Autoantibodies directed against peptide-def ined epitopes of T-cell 
receptors occur in the serum of healthy humans with the levels and 
isotypic expression dependent upon physiological changes (aging, 
pregnancy) or upon the development of autoimmune disease. We carried out 
investigations of autoantibodies against Tcr peptide-def ined epitopes in 
retroviral infections of humans ( ★**hiv*** -1) and mice (LP-BM5 strain 
of murine leukemia virus) to determine whether infection with these agents 
disrupted the regulation of the production of these antibodies. Retroviral 
infection in humans resulted in increased levels of autoantibody 
production against putative immunoregulatory regions of the Tcr beta chain 
(V beta CDRl and Fr3) , a result reflecting a disruption of regulation. In 
addition, antigenic mimicry was observed with a cross-reaction shared 
between the common portion of the V3 neutralizing loop of the ★★*hIV*** 
-1 gpl20 molecule and the joining segment of T-cell receptors (J beta) . 
Infection of mice with the defective retrovirus resulted in the induction 
of antibodies directed particularly against V beta CDRl peptide-def ined 
determinants. Analysis of the virally induced response to a set of 8 CDRl 
peptide epitopes indicated a selectivity to the process. It was possible 
to partially reverse aberrant cytokine changes correlated with the onset 
of murine MAIDS by administration of T-cell receptor peptides in saline. 
These results show that retroviral infection in humans and mice has a 
profound dysfunctional effect on the regulation of autoantibodies to 
T-cell receptors. The function of these autoantibodies in the 
immunopathogenesis of acquired immunodeficiency remains to be determined. 

L15 ANSWER 4 OF 4 MEDLINE 

95062162 Document Number: 95062162. PubMed ID: 7971973. Autoantibodies to 
the alpha/beta T-cell receptors in ***human*** 

***immunodef iciency*** ***virus*** infection: dysregulation and 

mimicry. Lake D F; Schluter S F; Wang E; Bernstein R M; Edmundson A B; 

***Marchalonis J j*** . (College of Medicine, University of Arizona, 
Tucson 85724. ) PROCEEDINGS OF THE NATIONAL ACADEMY OF SCIENCES OF THE 
UNITED STATES OF AMERICA, (1994 Nov 8) 91 (23) 10849-53. Journal code: 
PV3; 7505876. ISSN: 0027-8424. Pub. country: United States. Language: 
English. 

AB Autoimmune reactivity is a consequence of infection with ***human*** 
***immunodeficiency*** ***virus*** ( ***hiv*** ) . We studied 

serological cross-reactions of purified pooled IgG from sera of 

***HIV*** -infected individuals by using nested sets of synthetic 
overlapping peptides duplicating the covalent structures of T-cell 
receptors (TCRs) and immunoglobulin light chains and report that two 
processes of autoantibody production occur, (i) IgG autoantibodies to 
putative regulatory variable domain CDRl and FR3 epitopes (where CDR is 
complementarity-determining region and FR is framework region) are present 
in pooled IgG from ***hiv*** -infected individuals at levels 10-foid 
greater than that in pooled IgG from healthy humans, (ii) Anti-TCR 
autoimmunization involves antigenic mimicry between a conserved pejitide 
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stretch of the major neutralizing V3 loop determinant of ***hiv*** -1 
gpl20 and the conserved FR4 segment of the TCR V beta. Affinity-purified 
antibodies to the synthetic V3 loop peptide bound to a recombinant 
single-chain TCR and to a synthetic TCR joining segment peptide containing 
the FR4 sequence. Conversely, affinity-purified autoantibodies from pooled 
IgG from ***hiv*** -infected individuals to the TCR peptide bound the 
V3 loop peptide and a single-chain TCR. Inhibition studies indicated that 
the cross-reactive immunizing antigen was the V3 loop. These results bear 
upon the impact of ★**hiV*** infection on immune regulation and on the 
selection of peptides for vaccine development. 

L21 ANSWER 9 OF 10 MEDLINE 

95363196 Document Nimiber: 95363196. PubMed ID: 7636274. T cell receptor V 
beta complementarity-determining region 1 peptide administration moderates 
immune dysfunction and cytokine dysregulation induced by murine retrovirus 
infection. ***Watson R r*** ; Wang J Y; Dehghanpisheh K; Huang D S; 
Wood S; Ardestani S K; Liang B; Marchalonis J J. (Department of Family and 
Community Medicine, University of Arizona College of Medicine, Tucson 
85724, USA. ) JOURNAL OF IMMUNOLOGY, (1995 Aug 15) 155 (4) 2282-91. 
Journal code: IFB; 2985117R. ISSN: 0022-1767. Pub. country: United States. 
Language: English. 

AB Murine AIDS, induced by LP-BM5 murine leukemia retrovirus infection, 

causes a progressive and profound immunodeficiency in female C57B1/6 mice. 
Previously, we reported that autoantibodies were elevated during the 
initiation phases of this murine retrovirus infection and bound peptide 
determinants corresponding to CDRl of several TCR V beta-chains. 
Therefore, we designed studies to determine whether administration of a 
major autoimmunogenic TCR V beta CDRl peptide before or after infection 
with LP-BM5 retrovirus would modulate retrovirus-induced dysregulation of 
T cell function. Administration of the TCR V beta CDRl peptide before 
murine retrovirus infection significantly prevented its suppression of 
splenic NK cell activity, T and B cell proliferation, and monokine (IL-6 
and TNF-alpha) and ***Thl*** cytokine (IL-2 and IFN-gamma) release by 
splenocytes, and inhibited retrovirus-induced elevation of ★★★Th2*** 
cytokine (IL-5 and IL-10) . Similar data were obtained with peptide 
immunization 2 wk after murine retrovirus infection at 6 and 16 wk 
postinfection. However, delaying peptide immunization until severe 
suppression of T and B cell mitogenesis had occurred did not restore their 
functions. Immunization with TCR V beta peptide prevents development of 
retrovirus-induced immune dysfunction, which suggests a possible 
pathogenic role of autoreactive T cells as regulatory elements. 

L27 ANSWER 184 OF 185 MEDLINE 

93039657 Document Number: 93039657. PubMed ID: 1418612. T helper cell 
immune dysfunction in asymptomatic, ***hiv*** -1-seropositive 
individuals: the role of ***th1*** - ★★*tH2*** cross- 

***regulation*** . Shearer G M; Clerici M. (Experimental Immunology 
Branch, National Cancer Institute, National Institutes of Health, 
Bethesda, Md. ) CHEMICAL IMMUNOLOGY, (1992) 54 21-43. Ref: 116. Journal 
code: AF7; 9001090. ISSN: 1015-0145. Pub. country: Switzerland. Language: 
English , 

L27 ANSWER 176 OF 185 MEDLINE 

95151146 Document Number: 95151146. PubMed ID: 7848519. The ***Thl*** 
***Th2*** hypothesis of ***hIV*** infection: new insights. 
Clerici M; Shearer G M. (Cattedra di Immunologia, Universita degli Studi, 
Milano, Italy. ) IMMUNOLOGY TODAY, (1994 Dec) 15 (12) 575-81. Ref: 104. 
Journal code: AEA; 8008346. ISSN: 0167-5699. Pub. country: ENGLAND: United 
Kingdom. Language: English" 
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AB In their earlier, much quoted, viewpoint article, Mario Clerici and Gene 
Shearer examined the role of T helper 1 ( ***Thl*** )- and ★★★Th2*** 
-type responses in immune dysregulation associated with ***human*** 

***immunodef iciency*** ***virus*** ( ***hiv*** ) infection. In 

this article, they consider the complications of a ★★★^hl*** 

***Th2*** model raised by the nomenclature, discuss the issue of 
cytokine production by non-T cells, and compare data obtained from T-cell 
clones with heterogeneous populations of leukocytes from patients. They 
define Th-cell responses and cytokine profiles as * type 1* and 'type 2*, 
and reemphasize the importance of strong cellular immune responses, along 
with the cytokines that augment and maintain such responses, in protective 
immunity against ***hiv*** infection and AIDS progression. Finally, 
they present a model of activation-induced, cytokine-modulated, programmed 
cell death as a major factor in the pathogenesis of ***hiv*** 
infection and AIDS. 

L27 ANSWER 175 OF 185 MEDLINE 

95232493 Document Number: 95232493. PubMed ID: 7716511. AIDS research. 
Cytokines move from the margins into the spotlight. Baiter M. SCIENCE, 
(1995 Apr 14) 268 (5208) 205-6. Journal code: UJ7; 0404511. ISSN: 
0036-8075. Pub. country: United States. Language: English. 

L27 ANSWER 156 OF 185 MEDLINE 

96285771 Document Number: 96285771. PubMed ID: 8724835. Cytokines in 
immune ***regulation*** /pathogenesis in ★★★hiv*** infection. 
Shearer G M; Clerici M; Sarin A; Berzofsky J A; Henkart P A. (National 
Cancer Institute, National Institutes of Health, Bethesda, MD 20892, USA. 
) CIBA FOUNDATION SYMPOSItJM, (1995) 195 142-7; discussion 147-53. Ref: 
44. Journal code: D7X; 0356636. ISSN: 0300-5208. Pub. country: 
Netherlands. Language: English. 

AB Two hallmarks of immunopathogenesis in the progression of ★★★hiv*** 

-infected individuals to AIDS are the loss of T helper (Th) cell function 
in response to antigens and the critical reduction in CD4+ T cell numbers. 
It is probable that these two phenomena are related. We observed that: (1) 
the failure to detect antigen-stimulated Th cell responses in vitro 
correlates with increased pokeweed mitogen/staphylococcal enterotoxin B 
(P/S) -stimulated and antigen-stimulated T cell death; and (2) both of 
these events are similarly modulated by immunoregulatory cytokines. 
Interleukin 2 (IL-2) and IL-12 ( ★★★Thl*** -type cytokines), as well as 
antibodies to IL-4 and IL-10 (which are ★★*Th2*** -type cytokines) 
restore in vitro Th cell responses to recall antigens such as influenza 
virus and ★**hiv*** envelope synthetic peptides (env) . P/S-induced T 
cell death affects both CD4+ and CD8+ T cell subsets, whereas death 
induced by stimulation with env affects only CD4+ T cells. In both 
examples, ★**Thl*** -type cytokines and antibodies to ★★★Th2*** 
-type cytokines protect against T cell death. In contrast, IL-4 and IL-10 
do not protect against death, and anti-IL-12 antibody can enhance T cell 
death. Our findings indicate that the loss of Th cell function and 
increased T cell death seen in vitro are correlated, and that in vivo 

***HIV*** infection gives rise to inappropriate cytokines resulting in 
immune dysfunction and immunopathogenesis. 

L27 7\NSWER 177 OF 185 MEDLINE 

95125467 Document Number: 95125467. PubMed ID: 7824955. ★**tH2*** 

downregulation of macrophage ***hiv*** -1 replication. Montaner L J; 
Gordon S. SCIENCE, (1995 Jan 27) 267 (5197) 538-9. Journal code: UJ7; 
0404511. ISSN: 0036-8075. Pub. country: United States. Language: English. 



L27 ANSWER 164 OF 185 MEDLINE 

96074662 Document Number: 96074662. PubMed ID: 7479952. Effects of 
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***TH1*** and ***TH2*** cytokines on CD8+ cell response against 
***huinan*** ***immunodef iciency*** ***virus*** : implications for 

long-term survival. Barker E; Mackewicz C E; Levy J A. (Cancer Research 
Institute, University of California, San Francisco 94143-0128, USA. ) 
PROCEEDINGS OF THE NATIONAL ACADEMY OF SCIENCES OF THE UNITED STATES OF 
AMERICA, (1995 Nov 21) 92 (24) 11135-9. Journal code: PV3; 7505876. ISSN: 
0027-8424. Pub. country: United States. Language: English. 

AB CD8+ cells from long-term survivors [LTS; infected with ***human*** 

***immunodef iciency*** ***virus*** ( ***hIV*** ) for 10 or more 

years and having CD4+ cell counts of > or = 500 cells per microliters] 
have a 3-fold greater ability to suppress ***hIV*** replication than 
do CD8+ cells from patients who have progressed to disease (progressors ) 
during the same time period, A change in the pattern of cytokines produced 
in the host from those that typically favor cell-mediated immunity (T 
helper 1, ***th1*** or type 1) to those that down-regulate it (T 
helper 2, ★★★tH2*** or type 2) was investigated as a cause of this 
reduced CD8+ cell anti- ***hiV*** function. ***Treatment*** of CD8+ 
cells from LTS with the ***th1*** cytokine interleukin (IL)-2 enhanced 
their anti- ***hiv*** activity, whereas exposure of these cells to 
***TH2*** cytokines IL-4 or IL-10 reduced their ability to suppress 
***HIV*** replication and to produce IL-2. IL-2 could prevent and 
reverse the inhibitory effects of IL-4 and IL-10. Moreover, prolonged 
exposure of CD8+ cells from some progressors to IL-2 improved the ability 
of. these cells to suppress ***hiv*** replication. These observations 
support previous findings suggesting that strong CD8+ cell responses play 
ah important role in maintaining an asymptomatic state in ★★★hiv*** 
infection. The data suggest that the loss of CD8+ cell suppression of 

***HIV*** replication associated with disease progression results from a 
shift in cytokine production within the infected host from a ★★★tj^^j^*** 
to a ★**TH2*** pattern. ***Modulation*** of these cytokines could 
provide benefit to ★**hiv*** -infected individuals by improving their 
CD8+ cell anti- ***hiv*** activity. 

L27 ANSV7ER 127 OF 185 MEDLINE 

97381156 Document Number: 97381156. PubMed ID: 9238512. Role of cellular 
immunity in protection against ★★★hiv*** infection. Rowland- Jones S; 
Tan R; McMichael A. (Institute of Molecular Medicine, John Radcliffe 
Hospital, Headington, Oxford, United Kingdom. ) ADVANCES IN IMMUNOLOGY, 
(1997) 65 277-346. Ref: 381. Journal code: 2N9; 0370425. ISSN: 0065-2776. 
Pub. country: United States. Language: English. 

L27 ANSWER 119 OF 185 MEDLINE 

1998131999 Document Number: 98131999. PubMed ID: 9472657. ★★★hiV*** 
-induced IL-6/IL-10 dysregulation of CD4 cells is associated with 
defective B cell help and autoantibody formation against CD4 cells. Weimer 
R; Zipperle S; Daniel V; Zimmermann R; Schimpf K; Opelz G. (Institute of 
Immunology, University of Heidelberg, Germany. ) CLINICAL AND EXPERIMENTAL 
IMMUNOLOGY, (1998 Jan) 111 (1) 20-9. Journal code: DD7; 0057202. ISSN: 
0009-9104. Pub. country: ENGLAND: United Kingdom. Language: English. 

AB To analyse CD4 cell cytokine secretion and helper/suppressor function at a 
clonal level we established 446 CD4+ T cell clones (TCC) in four healthy 
controls, three ★**hiv*** - haemophilia patients, four CDC II, III and 
four CDC IV patients. Spontaneous TCC secretion of ★★★Thl*** cytokines 
(IL-2, interferon-gamma (IFN-gamma) ) and ★★★Th2*** cytokines (IL-4, 
IL-6, IL-10) was determined by ELISA. TCC helper and suppressor functions 
were tested in a pokeweed mitogen (PWM) -stimulated allogeneic co-culture 
system using a reverse haemolytic plaque assay for assessment of B cell 
responses. There was a significant association of TCC surface marker 
expression (Leu-8, CD45RA) with TCC IL-6 secretion in healthy controls (P 
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< 0.01), ***HIV*** - patients (P < or = 0.001) and CDC II, III patients 
(P < or = 0.01) but not in CDC IV patients. Likewise, TCC expression of 
Leu-8 and CD45RA was significantly associated with TCC suppressor function 
in healthy controls (P < or = 0.0005) but not in ***hiv*** -infected 
patients. A reduced TCC helper frequency (< or = 10% of TCC) and an 
enhanced TCC suppressor frequency (> 80% of TCC) were detected only in 
those ★★★HIV*** -infected patients who showed an excessively increased 
TCC IL-6 secretion (> 70% of TCC) together with a significantly diminished 
TCC IL-10 secretion (< or = 10% of TCC) . CD4 cell autoantibodies also were 
found only in patients with this type of cytokine dysregulation . These 
data indicate that CD4 cell surface markers lose their functional 
relevance in ★★★hiv*** -infected patients. ★★★hiv*** -induced 
IL-6/IL-10 dysregulation of CD4+ T cells, i.e. the up- ***regulation*** 
of spontaneous IL-6 and down- ***regulation*** of spontaneous IL-10 
secretion, appears to be involved in inducing CD4 helper defects and may 
promote autoantibody formation against CD4 cells. 

L27 ANSWER 113 OF 185 MEDLINE 

1998208295 Document Number: 98208295. PubMed ID: 9548515. Priming with 
IL-4 and IL-13 during ★★★hiv*** -1 infection restores in vitro IL-12 
production by mononuclear cells of ★★★hiv*** -infected patients. 
Marshall J D; Robertson S E; Trinchieri G; Chehimi J. (The Wistar 
Institute of Anatomy and Biology, Philadelphia, PA 19104, USA. ) JOURNAL 
OF IMMUNOLOGY, (1997 Dec 1) 159 (11) 5705-14. Journal code: IFB; 
2985117R. ISSN: 0022-1767. Pub. country: United States. Language: English. 

AB The production of proinflammatory cytokines can be regulated by several 
factors that exert activating or inhibitory effects. IL-4, IL-10, IL-13, 
TGF-beta, and PGE2 have demonstrated a very wide range of potent 
macrophage-deactivating activities and, specifically, down- 

***regulation*** of the production of many proinflammatory monokines. 
IL-12 plays a key role during immune response by providing a link between 
natural resistance and adaptive immunity. We and others have previously 
shown an impairment in IL-12 production by PBMC from ★★★hiv*** 
-1-infected individuals in response to various stimuli, but defining the 
mechanism responsible remains elusive. In this study, we observed that 
pretreatment of PBMC from patients with IL-4 or IL-13 for 24 h primes the 
cells for enhanced production of IL-12 in response to Staphylococcus 
aureus, and almost completely restores their deficient IL-12 production 
when compared with healthy controls. Although this priming effect was 
completely abrogated by IL-10 and PGE2, IL-10 was produced equivalently by 
untreated and IL-4- or IL-13-pretreated PBMC from both patients and 
controls. Additionally, indomethacin, which shuts off PGE2 synthesis, and 
cAMP-blocking reagents failed to restore or enhance IL-12 production. The 
priming effect of IL-4 and IL-13 is at the transcription level for both 
p40 and p35 genes. This complete restoration of IL-12 production by 

***Th2*** -associated cytokines was unexpected in light of the mutually 
antagonistic roles of IL-12 and IL-4 in promoting ★★★•phl*** or 

***Th2*** immune responses. 

L27 ANSWER 87 OF 185 MEDLINE 

1999217474 Document Number: 99217474. PubMed ID: 10202824. Persistent 
alterations in T-cell repertoire, cytokine and chemokine receptor gene 
expression after 1 year of highly active antiretroviral ***therapy*** 
Martinon F; Michelet C; Peguillet I; Taoufik Y; Lefebvre P; Goujard C; 
Quillet J G; Delfraissy J F; Lantz O. (ICGM-INSERM U445, Hopital Cochin, 
Paris, France. ) AIDS, (1999 Feb 4) 13 (2) 185-94. Journal code: AID; 
8710219. ISSN: 0269-9370. Pub. country: ENGLAND: United Kingdom. Language: 
English. 

AB OBJECTIVES: To examine T-cell repertoire modifications, the evolution of 
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T-helper (TH) 1/ ★**th2*** cytokine imbalance and modifications in 
chemokine receptor expression when the viral load is decreased by 2-3 
loglO copies/ml under highly active antiretroviral ***therapy*** 
(HAART) . DESIGN: Sixteen patients previously treated with zidovudine and 
lamivudine, with CD4 cells below 300 x 10 (6) /I and viraemia above 30000 
copies/ml were treated by saquinavir and ritonavir together with both 
reverse transcriptase (RT) inhibitors (ANRS 069 trial) . T-cell repertoire, 
chemokine receptor and lymphokine expression were studied from peripheral 
blood mononuclear cells sampled at weeks 0, 24 and 48. METHODS: T-cell 
repertoire study was carried out using the Immunoscope method. Interleukin 
(IL)-12 receptor beta2, CC-chemokine receptor (CCR)-3, CXC-chemokine 
receptor-4 and CCR-5 expression in CD4+ cells was measured by kinetic 
quantitative PGR and IL-2, IL-4, IL-10, IL-13, interferon (IFN) -gamma were 
measured using a quantitative RT-PCR assay with homologous internal 
standards. RESULTS: Repertoire alterations were more frequent in CD4- than 
in CD4+ cells and persisted despite undetectable viraemia. Increased CCR-3 
expression and spontaneous IFN-gamma as well as mitogenic induced IL-13 
were observed at baseline and decreased slightly under HAART. CONCLUSION: 
The CD8+ cell repertoire alterations were profound, whereas the CD4+ cell 
alterations were moderate and both persisted unchanged under HAART. The 

***TH1*** / ***TH2*** imbalance was more related to ***tH2*** 
over-expression than to ★★*xh1*** deficiency and persisted for at 
least 1 year under HAART. 

L29 ANSWER 2 OF 2 MEDLINE 

94294789 Document Number: 94294789. PubMed ID: 8023143. Lack of evidence 
for the dichotomy of ★★★thI*** and ***XH2*** predominance in 
HIV-infected individuals. Graziosi C; Pantaleo G; Gantt K R; Fortin J P; 
Demarest J F; Cohen O J; Sekaly R P; ***Fauci A S*** . (Laboratory of 
Immunoregulation, National Institute of Allergy and Infectious Diseases, 
National Institutes of Health, Bethesda, MD 20892. ) SCIENCE, (1994 Jul 8) 
265 (5169) 248-52. Journal code: UJ7; 0404511. ISSN: 0036-8075. Pub. 
country: United States, Language: English. 

AB A switch from a T helper 1 ( ***th1*** ) cytokine phenotype to a 

***TH2*** phenotype has been proposed as a critical element in the 
progression of human immunodeficiency virus (HIV) disease. Here, 
constitutive cytokine expression was analyzed in unf ractionated and sorted 
cell populations isolated from peripheral blood and lymph nodes of 
HIV-infected individuals at different stages of disease. Expression of 
interleukin-2 (IL-2) and IL-4 was barely detectable (or undetectable) 
regardless of the stage of disease. CD8+ cells expressed large amounts of 
interferon gamma and IL-10, and the levels of these cytokines remained 
stably high throughout the course of infection. Furthermore, similar 
patterns of cytokine expression were observed after stimulation in vitro 
of purified CD4+ T cell populations obtained from HIV-infected individuals 
at different stages of disease. These results indicate that a switch from 
the ★**TH1*** to the ***th2*** cytokine phenotype does not occur 
during the progression of HIV disease. 

L33 ANSWER 2 OF 11 MEDLINE 

97420772 Document Number: 97420772. PubMed ID: 9275214. Evidence for 

rapid disappearance of initially expanded HIV-specific CD8+ T cell clones 
during primary HIV infection. Pantaleo G; Soudeyns H; Demarest J F; 
Vaccarezza M; Graziosi C; Paolucci S; Daucher M; Cohen O J; Denis F; 
Biddison W E; Sekaly R P; ***Fauci A s*** . (Laboratory of 
Immunoregulation, National Institute of Allergy and Infectious Diseases, 
National Institutes of Health, Bethesda, MD 20892, USA.. 

Giuseppe. Pantaleoiachuv.hospvd.ch) . PROCEEDINGS OF THE NATIONAL ACADEMY OF 
SCIENCES OF THE UNITED STATES OF AMERICA, (1997 Sep 2) 94 (18) 9848-53: 
Journal code: PV3; 7505876. ISSN: 0027-8424. Pub. country: United States. 
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AB Down-regulation of the initial burst of viremia during primary HIV 
infection is thought to be mediated predominantly by HIV-specific 
cytotoxic T lymphocytes, and the appearance of this response is associated 
with major perturbations of the ***t*** ***cell*** 

***receptor*** repertoire. Changes in the ★★★t*** ***cell*'-* 
***receptor*** repertoire of virus-specific cytotoxic T lymphocytes were 
analyzed in patients with primary infection to understand the failure of 
the cellular immune response to control viral spread and replication. This 
analysis demonstrated that a significant number of HIV-specific T cell 
clones involved in the primary immune response rapidly disappeared. The 
disappearance was not the result of mutations in the virus epitopes 
recognized by these clones. Evidence is provided that phenomena such as 
high-dose tolerance or clonal exhaustion might be involved in the 
disappearance of these monoclonally expanded HIV-specific cytotoxic T cell 
clones. These findings should provide insights into how HIV, and possibly 
other viruses, elude the host immune response during primary infection. 

L33 ANSWER 5 OF 11 MEDLINE 

96201239 Document Number: 96201239. PubMed ID: 8607594. Immunopathogenic 
mechanisms of HIV infection. ***Fauci A S*** ; Pantaleo G; Stanley S; 
Weissman D. (National Institutes of Health, Bethesda, Maryland, USA. ) 
ANNALS OF INTERNAL MEDICINE, (1996 Apr 1) 124 (7) 654-63. Ref: 56. 
Journal code: 5A6; 0372351. ISSN: 0003-4819. Pub. country: United States. 
Language: English. 

AB A complex array of multiphasic and multifactorial immunopathogenic 

mechanisms are involved in the establishment and progression of human 
immunodeficiency virus (HIV) disease. After primary infection, acute 
viremia occurs with wide dissemination of HIV. During this early viremic 
phase, the virus is trapped within the processes of follicular dendritic 
cells in the germinal centers of lymphoid tissue. Also, during this phase 
of primary infection, some patients show major expansions of certain 
subsets of CD8+ T cells that are identified by the expression of a 
particular variable region of the beta chain of the ★★★t*** 

***cell*** ***receptor*** . These expansions are manifestations of 

responses to HIV that may be important in controlling the progression of 
HIV infection. In addition, inappropriate immune activation and elevated 
secretion of certain proinflammatory cytokines occur during HIV infection; 
these cytokines play a role in the regulation of HIV expression in the 
tissues. Infection of progenitor cells in bone marrow and the thymus 
contribute to the lack of regeneration of immunocompetent cells. Dendritic 
cells are involved in the initiation and propagation of HIV infection in 
CD4+ T cells. In studies of long-term nonprogressors - persons who have 
stable CD4+ T-cell counts and no HIV disease progression despite years of 
HIV infection - preserved lymph node architecture, low viral burden, and 
viral expression were found. 

L31 ANSWER 3 OF 62 MEDLINE 

1999432163 Document Number: 99432163. PubMed ID: 10500107. Latent 
reservoirs of HIV: obstacles to the eradication of virus. Chun T W; 

***Fauci A S*** . (Laboratory of Immunoregulation, National Institute of 
Allergy and Infectious Diseases, National Institutes of Health, Bethesda, 
MD 20892, USA., twchun@nih.gov) . PROCEEDINGS OF THE NATIONAL ACADEMY OF 
SCIENCES OF THE UNITED STATES OF AMERICA, (1999 Sep 28) 96 (20) 10958-61. 
Journal code: PV3; 7505876. ISSN: 0027-8424. Pub. country: United States. 
Language : English . 

AB The use of highly active antiretroviral therapy (HAART) in the treatment 
of HIV-l-inf ected individuals has provided a considerable amount of 
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information regarding the dynamics of viral replication and has resulted 
in enormous advances in HIV therapeutics. The profound suppression of 
plasma viremia in HIV-infected individuals receiving HAART has resulted in 
a highly beneficial clinical effect and a dramatic decrease in the death 
rate attributable to AIDS. Nonetheless, the persistence of reservoirs of 
HIV, including latently infected, resting CD4+ T cells that can give rise 
to infectious HIV upon stimulation in vitro, has posed a sobering 
challenge to the long-term control or eradication of HIV in infected 
individuals receiving HAART. Although a recent study has demonstrated th 
at the size of the pool of latently infected, resting CD4+ T cells can be 
markedly diminished with intermittent interleukin ( - ★**2*** 

) and continuous HAART, complete eradication of HiV in infected 
individuals remains extremely problematic. Here we discuss recent 
developments in studies of the latent reservoir of HIV in patients 
receiving HAART and implications for the long-term treatment of infected 
individuals and eradication of the infection. 

L31 ANSWER 4 OF 62 MEDLINE 

1999297913 Document Number: 99297913. PubMed ID: 10371503. Effect of 

interleukin-2 on the pool of latently infected, resting CD4+ T cells in 
HIV-l-inf ected patients receiving highly active anti-retroviral therapy. 
Chun T W; Engel D; Mizell S B; Hallahan C W; Fischette M; Park S; Davey R 
T Jr; Dybul M; Kovacs J A; Metcalf J A; Mican J M; Berrey M M; Corey L; 
Lane H C; ***Fauci A S*** . (Laboratory of Immunoregulation, National 
Institute of Allergy and Infectious Diseases, National Institutes of 
Health, Bethesda, Maryland 20892, USA., twchun@nih.gov) . NATURE MEDICINE, 
(1999 Jun) 5 (6) 651-5. Journal code: CG5; 9502015. ISSN: 1078-8956. Pub. 
country: United States. Language: English. 

AB The size of the pool of resting CD4+ T cells containing 

replication-competent HIV in the blood of patients receiving intermittent 
interleukin ( )- ★★★2*** plus highly active anti-retroviral 

therapy (HAART) was significantly lower than that of patients receiving 
HAART alone. Virus could not be isolated from the peripheral blood CD4+ T 
cells in three patients receiving ★★★il*** - ★★*2*** plus HAART, 
despite the fact that large numbers of resting CD4+ T cells were cultured. 
Lymph node biopsies were done in two of these three patients and virus 
could not be isolated. These results indicate that the intermittent 
administration of ★★★il*** - ***2*** with continuous HAART may lead 
to a substantial reduction in the pool of resting CD4+ T cells that 
contain replication-competent HIV. 

L31 ANSWER 5 OF 62 MEDLINE 

1998317020 Document Number: 98317020. PubMed ID: 9653086. Induction of 

HIV-1 replication in latently infected CD4+ T cells using a combination of 
cytokines. Chun T W; Engel D; Mizell S B; Ehler L A; ***Fauci A s*** 
(Laboratory of Immunoregulation, National Institute of Allergy and 
Infectious Diseases, National Institutes of Health, Bethesda, Maryland 
20892, USA., twchun@nih.gov) . JOURNAL OF EXPERIMENTAL MEDICINE, (1998 Jul 
6) 188 (1) 83-91. Journal code: I2V; 2985109R. ISSN: 0022-1007. Pub. 
country: United States. Language: English. 

AB Although it has been demonstrated that certain cytokines, particularly 
proinflammatory cytokines, can enhance ongoing viral replication in 
peripheral blood mononuclear cells (PBMCs) of HIV-l-inf ected individuals, 
it is unclear what role these cytokines play in the induction of HIV-1 
replication in latently infected, resting CD4(+) T cells. This study 
demonstrates that the in vitro combination of the proinflammatory 
cytokines interleukin (IL)-6 and tumor necrosis factor (TNF) -alpha 
together with the immunoregulatory cytokine - ***2*** are 

potent inducers of viral replication in highly purified, latently 
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infected, resting CD4+ T cells derived from HIV-infected individuals who 
are antiretroviral therapy-naive as well as those who are receiving highly 
active antiretroviral therapy (HAART) . Viral replication induced by this 
combination of cytokines was completely suppressed in the presence of 
HAART in vitro. Given that an array of cytokines, including IL-6, 
TNF-alpha, and - ■a:**2*** , are copiously expressed in the 

microenvironment of the lymphoid tissues, which harbor the latent viral 
reservoirs, induction of HIV by this combination of cytokines may in part 
explain the commonly observed reappearance of detectable plasma viremia in 
HIV-infected individuals in whom HAART was discontinued. Moreover, since 
it is likely that these infected cells die upon activation of virus and 
that HAART prevents spread of virus to adjacent cells, the observation 
that this combination of cytokines can markedly induce viral replication 
in this reservoir may have important implications for the 

activation-mediated diminution of the latent reservoir of HIV in patients 
receiving HAART. 

L31 ANSWER 13 OF 62 MEDLINE 

96320760 Document Number: 96320760. PubMed ID: 8739561. Interleukin-2 and 
human immunodeficiency virus infection: pathogenic mechanisms and 
potential for immunologic enhancement. Kinter A; ***Fauci A s*** 
(Laboratory of Immunoregulation, National Institute of Allergy and 
Infectious Diseases, National Institutes of Health, Bethesda, Md, USA. ) 
IMMUNOLOGIC RESEARCH, (1996) 15 (1) 1-15. Ref: 136, Journal code: IMR; 
8611087. ISSN: 0257-277X. Pub. country: United States. Language: English. 

AB A hallmark of human immunodeficiency virus (HIV) infection is the 

progressive loss of CD4+ T lymphocytes; however, qualitative defects in 
immune responses occur prior to the precipitous drop CD4+ T cell numbers. 
One of the first immunologic defects to be described in HIV-infected 
individuals is a deficiency in interleukin ( )- ***2*** 

production. The addition of - ***2*** in vitro to cultures 

of mononuclear cells from HIV-infected individuals partially or completely 
restored certain defective cellular immune responses. However, production 
of or addition of - ***2*** has also been associated with 

increased viral replication in infected T cells. These observations 
underscore the pernicious correlation between immune activation and HIV 
replication. However, recent in vitro and in vivo studies have provided 
promising preliminary results suggesting that, at least at certain stages 
of disease, the benefits of _ ★★★2*** mediated immune 

enhancement may outweigh or override the inductive effects of this 
cytokine on HIV production. 

L31 ANSWER 14 OF 62 MEDLINE 

96210653 Document Number: 96210653. PubMed ID: 8633076. Kinetics of 

cytokine expression during primary human immunodeficiency virus type 1 
infection. Graziosi C; Gantt K R; Vaccarezza M; Demarest J F; Daucher M; 
Saag M S; Shaw G M; Quinn T C; Cohen O J; Welbon C C; Pantaleo G; 

***Fauci A s*** . (Laboratory of Immunoregulation, National Institute of 
Allergy and Infectious Diseases, National Institutes of Health, Bethesda, 
MD 20892-1876, USA. ) PROCEEDINGS OF THE NATIONAL ACADEMY OF SCIENCES OF 
THE UNITED STATES OF AMERICA, (1996 Apr 30) 93 (9) 4386-91. Journal code: 
PV3; 7505876. ISSN: 0027-8424. Pub. country: United States. Language: 
English. 

AB In the present study, we have determined the kinetics of constitutive 

expression of a panel of cytokines [interleukin ( ) ★★★2*** 

^ _ ★★★4*** ^ lL-6, ★**iXj*** - ★**io*** , interferon 

gamma (IFN-gamma), and tumor necrosis factor alpha (TNF-alpha)] in 
sequential peripheral blood mononuclear cell samples from nine individuals 
with primary human immunodeficiency virus infection. Expression of 
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★ •**IL*** - ***2*** and - ★★*4*** was barely detected in 

peripheral blood mononuclear cells. However, substantial levels of 

***IL*** - ***2*** expression were found in mononuclear cells isolated 
from lymph node. Expression of IL-6 was detected in only three of nine 
patients, and IL-6 expression was observed when transition from the acute 
to the chronic phase had already occurred. Expression of ★★★il*** 

★★★10*** and TNF-alpha was consistently observed in all patients tested, 
and levels of both cytokines were either stable or progressively increased 
over time. Similar to ★★★jl*** _ ★★★iq*** and TNF-alpha, IFN-gamma 
expression was detected in all patients; however, in five of nine 
patients, IFN-gamma expression peaked very early during primary infection. 
The early peak in IFN-gamma expression coincided with oligoclonal 
expansions of CD8+ T cells in five of six patients, and CD8+ T cells 
mostly accounted for the expression of this cytokine. These results 
indicate that high levels of expression of proinflammatory cytokines are 
associated with primary infection and that the cytokine response during 
this phase of infection is strongly influenced by oligoclonal expansions 
of CD8+ T cells. 

L31 ANSWER 16 OF 62 MEDLINE 

95353764 Document Number: 95353764. PubMed ID: 7627621. ★★★il*** _ 

***10*** synergizes with multiple cytokines in enhancing HIV production 
in cells of monocytic lineage. Weissman D; Poll G; ***Fauci A s*** 
(Laboratory of Immunoregulation, National Institute of Allergy and 
Infectious Diseases, National Institutes of Health, Bethesda, MD 20892, 
USA. ) JOURNAL OF ACQUIRED IMMUNE DEFICIENCY SYNDROMES AND HUMAN 
RETROVIROLOGY, (1995 Aug 15) 9 (5) 442-9. Journal code: B7J; 9501482. 
ISSN: 1077-9450. Pub. country: United States. Language: English. 

AB Several cytokines, whose expression is increased in human immunodeficiency 
virus (HIV) -infected individuals, can enhance virus replication in CD4+ T 
lymphocytes and mononuclear phagocytes (MP) . We have previously reported 
that interleukin ( ★**il*** )- ★★★lo*** inhibited HIV replication in 
acutely infected monocyte-derived macrophages (MDM) at concentrations that 
completely blocked the production of endogenous tumor necrosis 
factor-alpha (TNF-alpha) and IL-6 from infected cells. In the present 
study, lower concentrations of ★★★il^*^ _ ★★★lo*** , which were 
unable to completely suppress endogenous cytokines, paradoxically enhanced 
HIV replication in MDM induced by other cytokines. This synergistic 
induction of HIV expression by ★★★il*^^ _ ★★★iq*** in combination 
with TNF-alpha, IL-6, and other cytokines was also observed in the 
chronically infected promonocytic cell line, Ul. The enhancing effect of 

***IL*** - ***io*** was correlated with an increase in HIV mRNA 
accumulation and potentiation of phorbol ester-induced long terminal 
repeat-driven transcription that was independent of the NF-kappa B and Spl 
transcription factors. Thus, ★★★il*** - ★★★lo*** is a cytokine 
capable of exerting complex regulatory effects on HIV expression in MP as 
a function of its own concentration and of the presence of other HIV 
regulatory cytokines . 

L31 ANSWER 18 OF 62 MEDLINE 

95151356 Document Number: 95151356. PubMed ID: 7848677. Interleukin 10 

blocks HIV replication in macrophages by inhibiting the autocrine loop of 
tumor necrosis factor alpha and interleukin 6 induction of virus. Weissman 
D; Poll G; ***Fauci A s*** . (Laboratory of Immunoregulation, National 
Institutes of Allergy and Infectious Diseases, National Institutes of 
Health, Bethesda, Maryland 20892. ) AIDS RESEARCH AND HUMAN RETROVIRUSES, 
(1994 Oct) 10 (10) 1199-206. Journal code: ART; 8709376. ISSN: 0889-2229. 
Pub. country: United States. Language: English. 

AB Human ini f-rleukin 10 is a pleiotropic cytokine capable of suppressing 



-13- 



Serial No. : 09/591,789 
Applicants: Marchalonis, J. J. , et al. 



cytokine production from macrophages and T cells; in addition, it exerts 
complex regulatory effects on CD8+ T cells, natural killer cells, vascular 
endothelial cells, and B lymphocytes. Levels of _ ★★★]^0*** 

are elevated in HIV-infected individuals, suggesting that this cytokine 
may play a role in the suppression of T cell and monocyte/macrophage 
function typical of HIV disease. In this article, - ★**io*** 

blocked HIV-induced tumor necrosis factor alpha and interleukin 6 
secretion and inhibited HIV replication in monocyte-derived macrophages 
(MDMs) . The inhibition by ★★★jl*** - ***io*** was correlated with a 
block in endogenous TNF-alpha and IL-6 secretion from HIV-infected MDMs. 

L34 ANSWER 32 OF 33 MEDLINE 

94294788 Document Number: 94294788. PubMed ID: 8023142. Ability of 

***HIV*** to promote a ***th1*** to ***tH0*** shift and to 
replicate preferentially in ★**'pH2*** and ★★★thO*** cells. Maggi 
E; Mazzetti M; Ravina A; 7\nnunziato F; de Carli M; Piccinni M P; Manetti 
R; Carbonari M; Pesce A M; del Prete G; +. (Division of Clinical 
Immunology and Allergy, University of Florence, Italy. ) SCIENCE, (1994 
Jul 8) 265 (5169) 244-8. Journal code: UJ7; 0404511. ISSN: 0036-8075. 
Pub. country: United States. Language: English. 

AB Both interferon gamma (IFN-gamma) produced by T helper 1 ( ★★★xHl*** ) 

lymphocytes and interleukin-4 (IL-4) produced by ***tH2*** lymphocytes 
were reduced in either bulk circulating mononuclear cells or 
mitogen-induced CD4+ T cell clones from the peripheral blood of 
individuals infected with ***human*** ***immunodef iciency*** 

***virus*** ( ★**HIV*** ) . There was a preferential reduction in 
clones producing IL-4 and IL-5 in the advanced phases of infection. 
However, enhanced proportions of CD4+ T cell clones producing both 

***TH1*** -type and ***th2*** -type cytokines ( ***thO*** clones) 
were generated from either skin-infiltrating T cells that had been 
activated in vivo or peripheral blood T cells stimulated by antigen in 
vitro when cells were isolated from ★★★hiv*** -infected individuals. 
pj^l ***TH2*** and most ★★★thO*** clones supported viral 
replication, although viral replication was not detected in any of the 

***TH1*** clones infected in vitro with ★★★hiv*** . These results 
suggest that ★★★^iv*** (i) does not induce a definite ***th1*** to 

***TH2*** switch, but can favor a shift to the ***thO*** phenotype 
in response to recall antigens, and (ii) preferentially replicates in CD4+ 
T cells producing ★★★th2*** -type cytokines ( ★**tH2*** and 

***TH0*** ) . 

L34 ANSWER 31 OF 33 MEDLINE 

95000921 Document Number: 95000921. PubMed ID: 7917511. An alternative 
view of the ★★★xhl*** / ***Th2*** switch hypothesis in ***hiV*** 
infection. Romagnani S; Maggi E; Del Prete G. (Division of Allergology and 
Clinical Immunology, Istituto di Clinica Medica III, University of 
Florence, Italy. ) AIDS RESEARCH AND HUMAN RETROVIRUSES, (1994 May) 10 (5) 
iii-ix. Ref: 49. Journal code: ART; 8709376. ISSN: 0889-2229. Pub. 
country: United States. Language: English. 

AB A theory that seeks to explain what induces the relentless progression of 

***HIV*** -infected subjects to AIDS has received considerable attention. 
This theory holds that ★★★hiv*** infection results in a ★★★Thl*** / 

***Th2*** switch. However, analysis of constitutive cytokine mRNA 
expression in lymphoid tissues from ★**hiv*** -infected individuals did 
not confirm an in vivo ★★★Thl*** / ★**Th2*** switch. Moreover, data 
available at the level of in vitro-stimulated peripheral blood mononuclear 
cells or cloned T cells do not provide clear evidence for a definite 
switch to the ★**Th2*** responses in any ★★*hiv*** -infected 
subject and in any phase of ★★★hiv*** infection. At most, currently 
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available data on the profile of cytokines released in response to in 
vitro stimulation suggest a ***Thl*** -to- ***ThO*** shift in a 
proportion of memory CD4+ T cells. On the other hand, experiments of in 
vitro infection with ***hiv*** of already established CD4+ T cell 
clones indicated that ★★★xh2*** and ***ThO*** cells support 

***HIV*** replication better than ***Thl*** cells, suggesting that 
early destruction of ***Th2*** cells by direct or indirect ★★*hiv*** 
-mediated cell killing may occur. Finally, in some ★**hIV*** -infected 
individuals with low CD4+ T cell counts, a prevalence of CD8+ T cells 
producing type 2 cytokines was found in both peripheral blood and skin. 
Thus, although the induction of a general ***xh2*** state in 

★★★HIV*** infection is not proven, enhanced production of type 2 
cytokines may occur in a proportion of ★★★hiv*** -infected individuals 
and play some role in the pathogenesis of the disease. 

L34 ANSWER 29 OF 33 " MEDLINE 

95122085 Document Number: 95122085. PubMed ID: 7821929. Role of 

***TH1*** / ★★★TH2*** cytokines in ***hiv*** infection. Romagnani 
S; Del Prete G; Manetti R; Ravina A; Annunziato F; De Carli M; Mazzetti M; 
Piccinni M P; D'Elios M M; Parronchi P; +. (Department of Allergy & 
Clinical Immunology, University of Florence, Italy. ) IMMUNOLOGICAL 
REVIEWS, (1994 Aug) 140 73-92. Ref: 65. Journal code: GG4; 7702118. ISSN: 
0105-2896. Pub. country: Denmark. Language: English. 

AB Different experimental approaches were used to prove or disprove the " 

***TH1*** / ★★★TH2*** switch theory" of ★★★hiv*** -infection. No 
increase, or even a decrease, in the production of ★★★th2*** -type 
cytokines (IL-4, IL-5, and IL-10) by either bulk circulating mononuclear 
cells or CD4+ T-cell clones generated by PHA stimulation of single T cells 
from ' ***HIV*** -infected individuals in all stages of disease compared 
to ★★★HIV*** -negative donors was observed. However, enhanced 
proportions of CD4+ T-cell clones able to produce both ★★★xHl*** -type 
and ★★★TH2*** -type cytokines ( ★★★thO*** clones) were derived from 
either skin-infiltrating, in vivo-activated, T cells or in vitro 
antigen-stimulated peripheral blood T cells of ★★★hiv*** -infected 
individuals. Of note, ★★★thI*** , ★★★th2*** and ★★★thO*** 
clones obtained from ★★★hiv*** -seronegative healthy donors showed 
different ability to support viral replication after infection with 

***HIV*** in vitro. All ★★★th2*** and most ★★★thO*** clones 
supported ★★★hiv*** replication efficiently, whereas ★★★thI*** 
clones did not. These results suggest preferential ★★★hiv*** 
replication in T cells producing ★★★th2*** -type cytokines rather than 
★★★THI*** / ★★★TH2*** switch in ★**hIV*** infection. 
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96332554 Document Number: 96332554. PubMed ID: 8706325. CD8+ lymphocyte 
phenotype and cytokine production in long-term non-progressor and in 
progressor patients with ★★★hiv*** -1 infection. Zanussi S; Simonelli 
C; D*Andrea M; Caffau C; Clerici M; Tirelli U; DePaoli P. (Department of 
Microbioiogy-Immunology-Virology, C.R.O. Aviano, Italy. ) CLINICAL AND 
EXPERIMENTAL IMMUNOLOGY, (1996 Aug) 105 (2) 220-4. Journal code: DD7; 
0057202. ISSN: 0009-9104. Pub. country: ENGLAND: United Kingdom. Language: 
English. 

AB In most ***HIV*** -1-infected patients, clinical and immunological 
progression develops within a few years. Few infected people, termed 
long-term non-progressors (LTNP) , remain healthy and immunologically 
stable for a long time. The factors governing the maintenance of this 
condition are not well known, but it is conceivable that CD8-f- lymphocytes, 
cells that play a central role in controlling in vitro ★★★hiv*** 
replication, may have a part in vivo in this process. The aim of this 
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study was to characterize the phenotypic profile and the cytokine 
production of CD8+ cells in a group of LTNP patients who had stable CD4+ 
cell counts (> 500/ntm3) for at least 7 years. Their CD8+ absolute numbers 
were similar to a control group composed of ★**hiv*** -1+ patients who 
have a progressive decline of their CD4+ cell counts. However, our 
multiparameter immunofluorescence studies show that a clinical and 
immunologically stable condition is associated with the presence of a 
CD28+, CD95 strongly positive CD8+ population, while disease progression 
is marked by the CD28-CD95+CD8+ subset. Purified CD8+ cells from LTNP 
retain their ability to produce IL-2, interf eron-gamma (IFN-gamma) and, to 
a lesser degree, to produce IL-10 and IL-4. In contrast, CD8+ cells from 
progressors are unable to secrete IL-2 and IL-10. Although CD8+ cytokine 
profile does not fit with the proposed T helper (Th) 1/ ***Th2*** switch 
in progressive ★★★hiv*** infection, LTNP CD8+ T cells maintain their 
capacity to produce IL-2 and IL-10 ( ★★★ThO*** -like), a pattern very 
similar to that observed in normal ★★★hiv*** healthy controls. We 
suggest that CD8+ cells expressing CD28, CD95 and having a ★★*ThO*** 
-like profile may be considered to be associated with long-term survival. 

L36 ANSWER 4 OF 7 7 MEDLINE 

2001469289 Document Number: 21405432. PubMed ID: 11514956. Different 
rates of CD4+ and CD8+ T-cell proliferation in ***interleukin*** 

***2*** -treated ***human*** ***immunodef iciency*** ***virus*** 

-positive subjects. Caggiari L; Zanussi S; Crepaldi C; Bortolin M T; 
Caffau C; D* Andrea M; De Paoli P. (Division of Microbiology, Immunology 
and Virology, Centre di Riferimento Oncologico, IRCCS, 33081 Aviano, 
Italy. ) CYTOMETRY, (2001 Aug 15) 46 (4) 233-7. Journal code: D92; 
8102328. ISSN: 0196-4763. Pub. country: United States. Language: English. 

AB BACKGROUND: ***Interleukin*** - ***2*** ( ***il*** - ***2*** ) 

has been used successfully to increase CD4 cell counts in patients who are 

***human*** ***immunodef iciency*** ***virus*** ( ★★★hIV*** ) 

positive. The mechanisms involved in this phenomenon are unknown. We 
hypothesized that a differential proliferation rate of CD4+ compared with 
CD8+ lymphocytes could be related to the increase of CD4 counts and of 
CD4/CD8 ratios that occur in ★★★hiv*** + patients during ★★★il*** _ 

***2*** treatment. METHODS: We enrolled in our study 14 ***hIV*** + 
patients treated with ★★★il*** - ★★★2*** or with highly active 
antiretroviral therapy (HAART) during a 96-week observation period. Using 
flow cytometry, we measured longitudinally the expression of the Ki67 
antigen in peripheral blood CD4+ and CD8+ lymphocyte subsets. RESULTS: 
Compared with HAART alone, ★★★il*** - ★★★2*** produced a rapid 
increase of Ki67+ proliferating CD4 cells and a concomitant increase of 
the CD4/CD8 ratios, whereas the corresponding CD8 proliferation increased 
slightly. On the contrary, HAART alone was effective in suppressing 
equally both CD4 and CD8 proliferation. CONCLUSIONS: Our results suggest a 
selective activity of _ ★★*2*** on CD4 T-cell 

proliferation; on the contrary, CD8-specific proliferation is affected 
minimally during treatment. This information may offer the potential to 
plan correctly immune activating regimens. 
Copyright 2001 Wiley-Liss, Inc. 
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2001414990 Document Number: 21357617. PubMed ID: 11465092. 

***Interleukin*** - ***2*** induced immune effects in ***human*** 
***immunodef iciency*** ***virus*** -infected patients receiving 

intermittent ***interleukin*** - ***2*** ***immunotherapy*** 
Kovacs J A; Vogel S; Metcalf J A; Baseler M; Stevens R; Adelsberger J; 
Lempicki R; Hengel R L; Sereti I; Lambert L; Dewar R L; Davey R T Jr; 
Walker R E; Falloon J; Polls M A; Masur H; Lane H C. (Critical Care 
Medicine Departmc'it, Clinical Center, National Institutes of Health, 
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Bethesda, USA., jkovacs@nih.gov) . EUROPEAN JOURNAL OF IMMUNOLOGY, (2001 
May) 31 (5) 1351-60. Journal code: EN5; 1273201. ISSN: 0014-2980. Pub. 
country: Germany: Germany, Federal Republic of. Language: English. 

AB To characterize the immunological effects of intermittent 

***2*** therapy, which leads to selective increases in CD4+ T 
lymphocytes in ★**hiv*** -infected patients, 11 patients underwent 
extensive immunological evaluation. While - ***2*** induced 

changes in both CD4+ and CD8+ cell number acutely, only CD4+ cells showed 
sustained increases following discontinuation of _ ★★★2*** 

Transient increases in expression of the activation markers CD38 and 
HLA-DR were seen on both CD4+ and CD8+ cells, but CD25 (a chain of the 

***IL*** - ***2*** receptor) increased exclusively on CD4+ cells. This 
increase in CD25 expression was sustained for months following 
discontinuation of _ ★★★2*** , and was seen in naive as well 

as memory cells. _ +★★2*** induced cell proliferation, but 

tachyphylaxis to these proliferative effects developed after 1 week 
despite continued ★★★jl*** _ ★★★2*** administration. It thus appears 
that sustained CD25 expression selectively on CD4+ cells is a critical 
component of the immunological response to ★**iXj*** _ ***2*** , and 
that intermittent administration of - ***2*** is necessary 

to overcome the tachyphylaxis to _ ★★★2*** -induced 

proliferation. 

L36 ANSWER 10 OF 77 MEDLINE 

2001363436 Document Number: 21317671. PubMed ID: 11424974. Low-dose daily 
***interleukin*** - ★**2*** ***immunotherapy*** : accelerating 

immune restoration and expanding ***hiv*** -specific T-cell immunity 
without toxicity. Smith K A. (Division of Immunology, Weill Medical 
College of Cornell University, New York, New York 10021, USA. . 
kasmith@med.cornell.edu) . AIDS, (2001 Feb) 15 Suppl 2 S28-35. Ref: 49. 
Journal code: AID; 8710219. ISSN: 0269-9370. Pub. country: England: United 
Kingdom. Language: English. 

AB There is now a great deal of interest in therapies focused on improving 

the function of the immune system in the treatment of individuals infected 
with the ***HIV*** , Although the antiviral drugs effectively suppress 
replication of the virus, they cannot cure the infection. Therefore, it 
now appears that both antivirals and immune system stimulants will be 
necessary to maximally suppress residual latent virus, thereby allowing 
the discontinuation of the antivirals without relapse of detectable plasma 
virus. ***Interleukin*** - ★★★2*** ( ★★★il*** - ★★★2*** ) the 
first cytokine to be discovered at the molecular level has been used as a 
therapeutic in ***hiv*** infection, because it is critical for a 
normal functioning immune response. _ ***2*** is essential 

for the survival and proliferative expansion of antigen-activated T cells 
and natural killer (NK) cells, and also for promoting their differentiated 
functions of cytokine secretion and cytolysis. However, as ★★★jl*** 

★**2*** stimulates both the innate and acquired immune responses, when 
used as a therapeutic it can lead to severe toxicity when given in high 
doses. This review focuses on low dose, daily _ ★**2*** 

therapy, used to accelerate the recovery of the immune system when viral 
replication is suppressed maximally with antivirals. In addition, the 
principles of the use of - ^★★2*** to activate ★**hIV*** 

-specific immune reactivity are discussed. At least two signals are 
required to promote the proliferative expansion and function of antiviral 
effector lymphocytes, ★**hiv*** antigens and - ★★★2*** 
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2001317070 Document Number: 21285055. PubMed ID: 11392678. Improving 
immune function and controlling viral replication in **:*hiv*** 
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-1-infected patients with immune -based therapies. Angel J B. (Division of 
Infectious Diseases, Ottawa Hospital-General Campus, University of Ottawa, 
Ottawa. ) AIDS Read, (2001 Apr) 11 (4) 209-21. Ref: 85. Journal code: 
DL5; 9206753. ISSN: 1053-0894. Pub. country: United States. Language: 
English. 

AB Restoring and preserving immune function is a key component to 

successfully managing ★★*hiv*** -1 disease. Phase II/III studies have 
evaluated the safety and immunologic effects of immune-based therapies, 
including granulocyte-macrophage colony-stimulating factor, 

***interleukin*** - ***2*** , and an inactivated ***hiv*** -1 
immunogen, as adjuncts to antiretroviral therapy. Addition of each of 
these immune-based therapies to a background antiretroviral regimen 
enhanced, to varying degrees, immunologic function and suppression of 
viral replication in ★★★hiv*** -1-infected patients, suggesting a 
potential role for iramune-based therapies in the treatment of ★★*hiv*** 
-1 disease. Further studies are needed to better characterize specific 
immunologic and virologic effects in different patient populations and to 
determine their impact on clinical outcomes. 

L4 ANSWER 18 OF 2 0 MEDLINE 

92194934 Document Number: 92194934. PubMed ID: 1347855. ★★*rj,*** _ 

***cell*** ***receptor*** variable gene products and early 

★★★HIV*** -1 infection. Dalgleish A G; Wilson S; Compels M; Ludlam C; 
Gazzard B; Coates A M; Habeshaw J. (Department of Cellular and Molecular 
Sciences, St George's Hospital Medical School, London, UK. ) LANCET, (1992 
Apr 4) 339 (8797) 824-8. Journal code: LOS; 2985213R. ISSN: 0140-6736. 
Pub. country: ENGLAND: United Kingdom. Language: English. 

AB To assess the hypothesis that the ***human*** ***immunodef iciency*** 

***virus*** ( ★★★HIV*** ) might mimic major histocompatibility complex 
(MHC) allodeterminants and interact with T-cell receptors (TCRs) of 
alloreactive T-cells, we have done a preliminary analysis of the range of 
alpha beta ★★★tcr*** gene products in 16 ★★★hiv*** -1-seropositive 
individuals with normal CD4 counts and in 16 healthy ★★★hiv*** 
-1-negative controls. Using a panel of monoclonal ***antibodies*** 
with a two-colour direct immunofluorescence method, we found a significant 
increase in the expression of the V beta 5.3 subfamily in the ★★★hiv*** 
-positive patient group compared with controls (p less than 0.01). 
Selected increase in expression of V beta sequences has been described in 
various autoimmune conditions and our findings raise the possibility that 
the ***immunopathological*** damage from ★★★hiv*** infection may 
be due to the induction of autoreactivity . If ★★★hiv*** does mimic MHC 
II, the normal immune response to the virus could represent an autoimmune 
process similar to graf t-versus-host disease. 

L4 ANSWER 16 OF 20 MEDLINE 

93236722 Document Number: 93236722. PubMed ID: 8476511. Changes in the 
cytotoxic T-cell repertoire of ★★★hiv*** -1-infected individuals: 
relationship to disease progression. Grant M D; Smaill F M; Laurie K; 
Rosenthal K L. (Department of Pathology, McMaster University Health 
Sciences Centre, Hamilton, Ontario, Canada. ) VIRAL IMMUNOLOGY, (1993 
Spring) 6 (1) 85-95. Journal code: ADO; 8801552. ISSN: 0882-8245. Pub. 
country: United States. Language: English. 

AB The repertoire of antigen-specific receptors expressed on T lymphocytes is 
shaped by fixed genetic and variable environmental selective pressures. 
Recent technological advances have enabled the analysis of ★★★t*** 

***cell*** * ***receptor*** ( ★★★tcr*** ) expression in the context 
of selective pressures arising through normal immune system development 
and also through pathological features of disease. The pathological 



-18- 



Serial No.: 09/591,789 
Applicants: Marchalonis, J.J., et al . 

features of acquired immune deficiency syndrome (AIDS) are reflected by 
selective depletion of particular T lymphocyte subsets and expansion of 
others. An important question concerning the ***immunopathogenesis*** 
of AIDS is whether or not the perturbation of the CD4+ and CD8+ T-cell 
subsets following infection with ***human*** ***immunodef iciency*** 

***virus*** ( ★★★HIV*** ) is selective based on ★★★xcR*** variable 
(V) region gene expression. To address this question, we have functionally 
analyzed ★★★xcR*** V gene expression on CD8+ cytotoxic T lymphocytes 
from ★★★HIV*** -1-infected individuals. This was done using monoclonal 

***antibodies*** against individual ★★★xcR*** V regions to trigger 
redirected cytolysis in 51Cr release assays. The percent specific lysis 
induced by each ***antibody*** functionally measures the 
representation of the ★★★tcr*** V region gene product it is specific 
for. Relative to non- ★★★hiv*** -infected controls and asymptomatic 

★★★HIV*** -infected individuals with only moderate CD4 lymphocyte 
depletion, ★★★hiv*** -infected individuals with low CD4 lymphocyte 
counts exhibited skewed patterns of ★★★•pcR*** V region representation. 
Therefore, the perturbation within the CD8+ cytotoxic T lymphocyte 
repertoire in ★★★hiv*** infection appears to be selective based on 

***TCR*** V region usage, increasingly so as disease progresses. The 

***TCR*** V genes affected varied between different ★★★hiv*** 
-infected individuals and skewing detected in functional assays was not 
always apparent by flow cytometric analysis. These results suggest that 

★★★HIV*** infection causes generalized effects on the T-cell repertoire, 
which are reflected in the relative ★★★xcR*** V gene representation of 
the CD8+ cytotoxic T lymphocyte population in peripheral blood. 

L4 ANSWER 13 OF 20 MEDLINE 

95062162 Document Number: 95062162. PubMed ID: 7971973. 

***Autoantibodies*** to the alpha/beta T-cell receptors in ***human*** 
***immunodef iciency*** ★★★virus*** infection: ***dysregulation*** 

and mimicry. Lake D F; Schluter S F; Wang E; Bernstein R M; Edmundson A B; 
Marchalonis J J. (College of Medicine, University of Arizona, Tucson 
85724, ) PROCEEDINGS OF THE NATIONAL ACADEMY OF SCIENCES OF THE UNITED 
STATES OF AMERICA, (1994 Nov 8) 91 (23) 10849-53. Journal code: PV3; 
7505876. ISSN: 0027-8424. Pub. country: United States. Language: English. 

AB Autoimmune reactivity is a consequence of infection with ***human*** 
***immunodeficiency*** ***virus*** ( ★★★hiv*** ) . We studied 

serological cross-reactions of purified pooled IgG from sera of 

***HIV*** -infected individuals by using nested sets of synthetic 
overlapping peptides duplicating the covalent structures of T-cell 
receptors (TCRs) and immunoglobulin light chains and report that two 
processes of ***autoantibody*** production occur, (i) IgG 

***autoantibodies*** to putative regulatory variable domain CDRl and FR3 
epitopes (where CDR is complementarity-determining region and FR is 
framework region) are present in pooled IgG from ★★★hiv*** -infected 
individuals at levels 10-fold greater than that in pooled IgG from healthy 
humans, (ii) Anti- ★★★tcr*** autoimmunization involves antigenic 
mimicry between a conserved peptide stretch of the major neutralizing V3 
loop determinant' of ★★★hiv*** -1 gpl20 and the conserved FR4 segment of 
the ★★★TCR*** V beta. Affinity-purified ***antibodies*** to the 
synthetic V3 loop peptide bound to a recombinant single-chain ★★★tcr*** 
and to a synthetic ★★★tcr*** joining segment peptide containing the 
FR4 sequence. Conversely, affinity-purified ***autoantibodies*** from 
pooled IgG from ★★★hiv*** -infected individuals to the ★★★tcR*** 
peptide bound the V3 loop peptide and a single-chain ★★★tcr*** 
Inhibition studies indicated that the cross-reactive immunizing antigen 
was the V3 loop. These results bear upon the impact of ★★★hiv*** 
infection on immune regulation and on the "selection of peptides for 
vaccine development. 
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95285607 Document Number: 95285607. PubMed ID: 7768037. Autoreactivity in 
***HIV*** -1 infection: the role of molecular mimicry. Silvestris F; 
Williams R C Jr; Dammacco F. (Department of Biomedical Sciences and Human 
Oncology, University of Bari, Italy. ) CLINICAL IMMUNOLOGY AND 
IMMUNOPATHOLOGY, (1995 Jun) 75 (3) 197-205. Ref: 59. Journal code: DEA; 
0356637. ISSN: 0090-1229. Pub. country: United States. Language: English. 

AB Autoimmunity during ★★★hiv*** -1 infection may contribute to the 

***immunopathogenesis*** of AIDS. Titers of ***autoantibodies*** to 
HLA molecules and other surface markers of CD4+ T cells appear to increase 
with the progression of disease and may correlate with lymphopenia. Other 

***autoantibodies*** are directed at a number of regulatory molecules of 
the immune system. Genesis of autoreactivity may be related to structural 
homologies of ★★★hiv*** -1 env-products to such functional molecules 
involved in the control of self-tolerance. The most impressive 
similarities include the HLA-DR4 and DR2, the variable regions of 

***TCR*** alpha-, beta-, and gamma-chain, the Fas protein, and several 
functional domains of IgG and IgA. Thus, ★**hiv*** -1 infection may 
induce ***dysregulation** * leading to autoimmune response, through a 
number of molecular mimicry mechanisms. Pathogenicity of 

***antibodies*** to T cells could also include the activation of 
membrane-to-nucleus signal transducers resulting in increased apoptosis. 
The evolution of autoimmune mechanisms during ***hiV*** -1 infection 
cannot exclude, however, progression to immunoprolif erative malignancy, 
since aspects of oligoclonal immune response to ***hiv*** -1 components 
may occur in several autoimmune diseases which in some instances evolve to 
lymphoma . 

L4 ANSWER 1 OF 20 MEDLINE 

2001495648 Document Number: 21429276. PubMed ID: 11544282. ***hiv*** 
-1 infection impairs cell cycle progression of CD4(+) T cells without 
affecting early activation responses. Sieg S F; Harding C V; Lederman M M. 
(Department of Medicine, Division of Infectious Diseases, Center for AIDS 
Research, Case Western Reserve University, Cleveland, Ohio, USA. ) JOURNAL 
OF CLINICAL INVESTIGATION, (2001 Sep) 108 (5) 757-64. Journal code: HS7; 
7802877. ISSN: 0021-9738. Pub. country: United States. Language: English. 

AB Failure of CD4 (+) T cells to proliferate in response to antigenic 

stimulation is a characteristic of ***hiV*** infection. Analysis of 
the proliferation defect has been hampered by an inability to identify 
CD4{+) cells with ***t*** ★★★cell*** ***receptor*** 

specificity for antigen. To focus only on cells that had been stimulated 
through the ★★★x^** ***cell*** ***receptor*** , CD4(+) T cells 

were stimulated with an anti-Vbeta3 Ab that activates approximately 3-5% 
of peripheral blood T cells. This approach revealed proliferation defects 
in cells from ★★★hiv*** -infected patients that were not appreciated 
using anti-CD3 Ab stimulation and provided the capacity to examine 
responses on a single cell basis. After anti-Vbeta3 Ab stimulation, 
CD4 (+) Vbeta3 (+) cells from ★★★hiv*** -infected patients demonstrated 
defects in expression of cell cycle-associated proteins, D-type cyclins, 
and cyclin A. However, the expression of early activation markers, CD69 
and CD25, was not significantly impaired in cells from most patients. 
Thus, CD4(+) T cell proliferation failure in ★★★hiv*** disease is 
characterized by dysregulated activation that precludes cell cycle 
progression. This proliferation defect was most apparent in patients with 
diminished CD4(+) T cell numbers and higher plasma ★★★hiv*** RNA 
levels. CD4(+) T cell proliferation failure may be a key determinant of 
immune ***impairment*** in ★★★hiv*** disease. 
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95207724 Document Number: 95207724. PubMed ID: 7899820. The ★★*t*** 
***cell*** ***receptor*** and AIDS pathogenesis. Hoffmann G W. 

(Department of Microbiology and Immunology, University of British 
Columbia, Vancouver, Canada. ) SCANDINAVIAN JOURNAL OF IMMUNOLOGY, (1995 
Apr) 41 (4) 331-7. Journal code: UCW; 0323767. ISSN: 0300-9475. Pub. 
country: ENGLAND: United Kingdom. Language: English. 

AB An idiotypic network model of AIDS pathogenesis is described in which the 

***receptor*** plays a role both in infection 
and as a target of autoimmunity. This is an extension of a previously 
published autoimmunity model, and provides explanations for several 
otherwise puzzling aspects of AIDS pathogenesis. In the model ★★★hiv*** 
-specific T cells are preferentially infected, and ***hiv*** , acting 
as an antigen, stimulates the expansion of the infectable pool of T cells. 
The ★★★HIV*** variants that are most strongly selected are those that 
are recognized by the most helper T cells. ★★★hiv*** and suppressor T 
cells are subject to the same selective environment, and consequently 
undergo a process of convergent selection to resemble each other more and 
more with time. Eventually immunity against ***hiv*** cross-reacts 
with suppressor T cell idiotypes, disrupting the normal regulation of 
helper T cells. Autoimmunity ensues. The model leads to novel vaccine and 
therapy approaches involving the targeting and elimination of ★★★hiv*** 
-specific T ceils. 

L6 ANSWER 2 OF 9 MEDLINE 

97153482 Document Number: 97153482. PubMed ID: 9000486. Analysis of 

***autoantibodies*** to T-cell receptors among ★★★hiv*** -infected 
individuals: epitope analysis and time course. Marchalonis J J; Ampel N M; 
Schluter S F; Garza A; Lake D F; Galgiani J N; Landsperger W J. (College 
of Medicine, University of Arizona, Tucson, Arizona, 85724, USA. ) 
CLINICAL IMMUNOLOGY AND IMMUNO PATHOLOGY, (1997 Feb) 82 (2) 174-89. 
Journal code: DEA; 0356637. ISSN: 0090-1229. Pub. country: United States. 
Language: English. 

AB Individuals seropositive for ***human*** ***immunodef iciency*** 

***virus*** type 1 ( ***hiv*** ) express elevated levels of 
***autoantibodies*** (AAbs) directed against recombinant T-cell 
receptors (TCRs) and synthetic peptide epitopes duplicating beta chain 
markers. We performed longitudinal studies of anti- ★**tcr*** AAbs in 
***HIV*** -1-infected individuals, making comparisons with uninfected 
sera and sera from other individuals infected with a nonviral agent. We 
determined levels of ***autoantibodies*** by titration using 
enzyme-linked immunosorbent assay (ELISA) and developed a means for 
characterizing " ***autoantibody*** CDR recognition spectrotypes" for 
individual sera. Antibody levels against certain defined synthetic 
epitopes were substantially elevated in ***hiv*** -infected subjects 
relative to reactivities by control groups. Individual sera showed 
relatively high AAb levels to a subset of CDRl peptide epitopes. Two 
patients who subsequently developed AIDS showed particular reactivity to 
Vbeta2.1, 8.1, 10.1, and 22.1 epitopes. Our results show that production 
AAbs to ★★★TCR*** Vbeta epitopes is a general consequence of 

***HIV*** infection. The response is individual but shows some 
restriction and shifts in AAb subpopulations often occur with time. 

L15 ANSWER 2 OF 19 ' MEDLINE 

2001197651 Document Number: 21151071. PubMed ID: 11256574. Emerging 

principles for ***t*** ★★★cell*** ***receptor*** recognition 

of antigen in cellular immunity. Garcia K C; Degano M; Speir J A; Wilson I 
A. (The Scripps Research Institute, Department of Molecular Biology, La 
Jolla, CA 92037, USA." ) Rev Immunogenet, (1999) 1 (1) 75-90. Ref: 75. 
Journal code: D09; 100883703. ISSN: 1398-1714. Pub. country: Sweden. 
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AB The structural basis of antigen recognition in cellular immunity has been 
elucidated through the determination of crystal structures of major 
histocompatibility complex (MHO) molecules bound to antigenic peptides, T 
cell receptors ( ***tcR*** ) , CDS and CD4 co-receptors and, most 
recently, TCRs in complex with peptide-MHC (pMHC) . The mechanisms that 
generate the diversity of the immune response to invading microorganisms 
were first realized at a genetic level and are necessary in order to cope 
with the enormous niamber of potential antigens. This diversity is 
manifested in the protein products of the genes which code for the 
components of the ★**T^p*** signalling complex. The structure of the 

***TCR*** reveals both striking similarities with and fundamental 
differences from its ***f unctional*** counterpart, the antibody, in 
the humoral immune system. The conserved manner in which the ★★★tcr*** 
recognizes and interacts with its peptide-MHC ligand allows the 

***TCR*** great latitude in its potential to form productive 
interactions with antigen-presenting cells that bear numerous ligands to 
which the ★**XCR*** has not been previously exposed. This phenomenon 
of cross-, or alloreactivity arises from a combination of conserved 
structural features across all MHC molecules, both self and foreign, and 
some degree of molecular mimicry. Non-classical MHC ligands presenting 
either modified or specialized peptides, lipids, carbohydrates, or no 
ligand at all, are now thought to play increasingly important roles in 
cellular immunity. We ***review*** some of the recent structural 
results and our current state of knowledge about ★★*XCR*** structure, 
and how this relates to its ***f unction*** 
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97077676 Document Number: 97077676. PubMed ID: 8920243. Variant 
***TCR*** ligands: new insights into the molecular basis of 
antigen-dependent signal transduction and T-cell activation. Madrenas J; 
Germain R N. (Laboratory of Immunology, National Institute of Allergy and 
Infectious Diseases, Bethesda, MD 20892-1892, USA. ) SEMINARS IN 
IMMUNOLOGY, {1996 Apr) 8 (2) 83-101. Ref: 99. Journal code: A61; 9009458. 
ISSN: 1044-5323. Pub. country: United States. Language: English. 

AB Recent studies have identified peptide-MHC molecule ligands of alpha beta 
T-cell receptors with properties apparently distinct from classical 
agonists. These complexes, which are slight structural variants of the 
immunizing peptide or original presenting MHC molecule, have several novel 
properties. They can act as partial agonists able to induce only some and 
not other effector activities of the T cell, as antagonists able to 
inhibit T-cell ***functions*** stimulated by agonist ligand, or as 
mixed partial agonists/antagonists. Here we discuss the existing data 
suggesting that a simple receptor occupancy model does not account for the 
properties of these ***XCR*** ligands and ***review*** emerging 
data on qualitative differences in signal transduction following 

***TCR*** engagement by priming versus variant complexes. We propose 
several non-exclusive models to explain both the biochemical and 
biological properties of variant ligands with partial agonist or 
antagonist properties. 
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96303221 Document Number: 96303221. PubMed ID: 8732480. ★**tCR*** 
gene polymorphisms and autoimmune disease. Kay R A. (Department of 
Pathology, Ninewells Hospital & Medical School, Dundee, UK. ) EUROPEAN 
JOURNAL OF IMMUNOGENETICS, (1996 Apr) 23 (2) 161-77. Ref: 129. Journal 
code: AZ6; 9106962. ISSN: 0960-7420. Pub. country: ENGLAND: United 
Kingdom. Language: English. 
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AB Autoimmunity may result from abnormal regulation within the immune system. 
As the T cell is the principal regulator of the immune system and its 
normal ***f unction*** depends on immune recognition or self /non-self 
discrimination, abnormalities of the idiotypic ★**t*** - ***cell*** 

***receptor*** ( ***tcr*** ) may be one cause of autoimmune disease. 
The ★★★TCR*** is a clonally distributed, cell-surface heterodimer 
which binds peptide antigen when complexed with HLA molecules. In order to 
recognize the variety of antigens it may possibly encounter, the 

***TCR*** , by necessity, is a diverse structure. As with immunoglobulin, 
it is the variable domain of the ★**tcr*** which interacts with 
antigen and exhibits the greatest amount of amino acid variability. The 
underlying genetic basis for this structural diversity is similar to that 
described for immunoglobulin, with ★★★tcr*** diversity relying on the 
somatic recombination, in a randomly imprecise manner, of smaller gene 
segments to form a *** functional*** gene. There are a large number of 
gene segments to choose from {particularly the TCRAV, TCRAJ and TCRBV gene 
segments) and some of these also exhibit allelic variation. Finally, 
polymorphisms in non-coding regions of ***'pCR*** genes, leading to 
biased recombination or expression, are also beginning to be recognized. 
All these factors contribute to the polymorphic nature of the ***tcR*** 
, in terms of both structure and repertoire formation. It follows that 
inherited abnormalities in either coding or regulatory regions of 

***TCR*** genes may predispose to aberrant T-cell *** function*** and 
autoimmune disease. This ***review*** will outline the genomic 
organization of the ***tcr*** genes, the genetic mechanisms 
responsible for the generation of diversity, and the results of 
investigations into the association between germline polymorphisms and 
autoimmune disease. 
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94137363 Document Number: 94137363. PubMed ID: 8305133. Tickling the 

***TCR*** : selective T-cell ***f unctions*** stimulated by altered 
peptide ligands. Evavold B D; Sloan-Lancaster J; Allen P M. (Dept of 
Pathology, Washington University School of Medicine, St Louis, MO 63110. ) 
IMMUNOLOGY TODAY, (1993 Dec) 14 (12) 602-9. Ref: 60. Journal code: AEA; 
8008346. ISSN: 0167-5699. Pub. country: ENGLAND: United Kingdom. Language: 
English. 

AB Recent observations of T-cell responses following ★**t*** - ***cell*** 
***receptor*** ( ***tcr*** ) interaction with altered peptide ligands 
have highlighted the complexity of this signalling system. The indications 
are that the ***tcr*** responds to minor changes in ligand with 
gradations of T-cell activation and effector ***functions*** . Brian 
Evavold, Joanne Sloan-Lancaster and Paul Allen ***review*** these 
studies and present a model in which partial T-cell activation and 

***TCR*** antagonism are related events in a continuum of signalling 
through the ***tcr*** . 
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92273160 Document Number: 92273160. PubMed ID: 1591001. The human 

★★★T*** ★★★cell*** ***receptor*** in health and disease. Moss P 

A; Rosenberg W M; Bell J I. (Institute of Molecular Medicine, John 
Radcliffe Hospital, Headington, Oxford, United Kingdom. ) ANNUAL REVIEW OF 
IMMUNOLOGY, (1992) 10 71-96. Ref: 139. Journal code: ALO; 8309206. ISSN: 
0732-0582. Pub. country: United States. Language: English. 

AB The T cell antigen receptor ( ★★★tcr*** ) recognizes antigen in the form 
of short peptides bound to a major histocompatibility (MHC) molecule. This 

***review*** provides a synopsis of the current state of knowledge of 
the structure and ***f unction*** of the receptor and its possible role 
in human disease. Analysis of the ★★★t*** ***cell*** 
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***receptor*** usage of T-cell lines and clones recognizing the same 
peptide-MHC complex is beginning to shed light onto the structural basis 
of the ***TCR*** -peptide-MHC complex. Also, it is now apparent that 
there are two mechanisms by which the ★★★tcr*** can interact with the 
MHC molecule, either through classical peptide interactions or through 
super-antigens. Finally, we ***review*** the role of specific TCRs in 
human disease. Current evidence in this area is difficult to interpret; 
however, it is likely that ★★★-pCR*** -mediated disease susceptibility 
exists, and its basis at either a germline or somatic level will soon be 
clarified. 
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TI Delaying onset of AIDS in a host infected with an immunodeficiency- type 

retrovirus . 
DC B04 

IN DEHGHANPISHEH, K; HUANG, D S; ** *MARCHALONIS, J J*** ; WANG, Y; WATSON, 
R R 

PA (ARIZ-N) ARIZONA BOARD OF REGENTS 
CYC 1 

PI US 5911990 A 19990615 (199930)* 13p 
ADT US 5911990 A US 1996-696049 19960813 
PRAI US 1996-696049 19960813 

AB US 5911990 A UPAB: 19990802 

NOVELTY - Administration of a peptide (I) corresponding to the first 
complementarity determining region of T-cell receptor V beta (TCR V beta 
CDRl) to a host infected with an immunodeficiency type retrovirus results 
in the prevention of retrovirus-induced suppression of immune responses 
and normalizes cytokine production. 

DETAILED DESCRIPTION - INDEPENDENT CLAIMS are included for: 

(1) a method of modulating the immune response of a mammal infected 
with a C-type retrovirus or a lentivirus by administering (I) through a 
systemic route to stimulate production of T helper 1 (Thl) cytokines; 
interleukin 2 and interferon- gamma , and to suppress the production of T 
helper 2 (Th2); interleukins 5, 6 and 10 and immunoglobulin G; and 

(2) a method of altering the immune system response of a host 
suffering from an infectious disease by artificially introducing (I) by 
injection into the host's bloodstream or immune system so that the immune 
system is artificially induced to stimulate production of Thl cytokines or 
suppress production of Th2 derived cytokines. 

ACTIVITY - Anti-HIV. 

MECHANISM OF ACTION - Immunomodulating agent. 

(I) reduces the imbalance of Thl and Th2 cytokine production and 
contributes to the normalization of the immune response which retards 
development of immune dysfunction. 

Female C57B1/6 5 week old mice were set up in 3 treatments: (1) 
LP-BM5 retrovirus infected mice injected with saline, (2) LP-BM5 
retrovirus infected mice injected with control peptide MCG3, or (3) LP-BM5 
retrovirus infected mice injected with TCR V beta CDRl. Administration of 
peptides (200 micro g/mice in saline, i.p.) was carried out twice on days 
7 and 3 before retrovirus infection. Peptide preparations were free of 
endotoxins and for TCR V beta CDRl comprised the sequence Cys Lys Pro lie 
Ser Gly His Asn Ser Leu Phe Trp Tyr Arg Gin Thr corresponding to the human 
TCR V beta sequence and for the control sequence Thr Gly Thr Ser Ser Asp 
Val Gly Gly Tyr Asn Tyr Val Ser Trp Tyr corresponding to the CDRl of the L 
chain MCG. The LP-BM5 retrovirus was administered i.p. to mice on 0.1 ml 
with an electrophic titer of 4.5 loglO PFU/ml which leads to rapid 
induction of clinical symptoms with virtually no latent phase. 

After 42 days of retroviral infection immunological analysis was 
carried out. Specific titers of serum IgG to TCR- beta and MCG3 were 
determined by enzyme linked immunosorbent assay (ELISA) . IgG production by 
LPS-stimulated splenocytes, an indication of early retrovirus infection 
during the progression to murine AIDS, was significantly reduced (p less 
than 0.05) by TCR V beta administration before infection but 
administration of control peptide MCG3 showed no effect. 

Treatment of retrovirally infected mice with (I) did not result in a 
significant increase in mean Ab titers compared with either retrovirally 
infected saline treated mice or retrovirally infected control treated 
mice. In vitro production of Thl cytokines, 11-2 and IFN- gamma by 
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concanavalin A-stimuiated splenocytes was significantly (p less than 0.05) 
inhibited and normalized in the retrovirus infected mice administered with 
TCR V beta before infection but not in those administered the control 
peptide MCG3. Release of TNF- alpha by LPS-stimulated splenocytes was 
significantly inhibited in retrovirally infected mice administered with 
TCR V beta {p less than 0.05). 

USE - Administration of (I) is used to delay the onset of AIDS 
through the restoration of normal levels of Thl cytokines and Th2 derived 
cytokines and extends the period that occurs between infection by the 
retrovirus and the appearance of immune deficiencies. It causes the 
deleterious effects of infection to be reversed through prevention of 
immunosuppression and cytokine dysregulation that is otherwise induced by 
infection with an irranunodef iciency-type retrovirus. 

Studying (I) gives an insight into the pathogenesis occurring that 
leads to AIDS and into the idiotypic networks that involve autoantibodies 
and autoreactive T cells as regulatory elements and an understanding of 
the role of Vitamin E in immune function during retrovirus infection. 
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